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FXH1BIT C- CLEAN VERSION OF PENDING CLAIMS 
EXH U S APPLICATION SERIAL NO. OV723.326 
(^TORNEY DOCKET NO. 109.89-004-999) 

(as amended November 6, 21)02) 



! (Amended) An isolated expression vector comprismg (a) one or more silencer 
elementsnndon™ 



Wan d»)aP^^ 
wherein said promote 



ir is thereby regulated by said at least one sUencer-mducible re gl ou, and 



said promoter , upstream of at least one nuclco.de „ - express vecto n ^ 
an inducing condition expressing said at lca 3 t one nudeoude seance m «i amount greater 
than expression of said at least one nucleotide sequence without said inducmg condmon. 

2 . The expression vector of claim 1, wherein said promoter is a vin.1 promoter. 

3. (Amended) The expression vector of claim 1, wherem said promoter is a 
mammalian promoter active in a plurality of different tissues 

4 (Amended) The expression vector of claim 3, wherein said mammalian 
promoter b active in one or more tissue, selected from the group consisting of cardtac muscle 
skeletal muscle, vascular endothelium, brain, retina, kidney, liver, lung, bone marrow and 

spleen. 

5 The expression vector of claim 1 , wherein said promoter is a cell-type specific 
promoter, 

6. (Amended) The expression vector of claim 5, wherem said cell-type specific 
promoter is selected from the group consisting of a cardiac muscle-specific promoter, a 
skeletal musCe-specific promoter, endothelial cell-specific promoters, a neuron-specific 
promote, a glia-specifie promoter, a retina-specific promoter, a Kidney-specific promoter, a 
liver-specific promoter, a lung-specific promoter, a lymphocyte-specific promoter, a 
myeloid-specific promoter, and a tumor-specific promoter. 
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7 (Amende The expression vec,or of data 1 , wherein « leas, one of said 
5ite cer oicme.* U . ■»» resuicUvc siienc (NRS) el-en, ,0 which neon ,=s,nc,,v* 
silencer (NRS) transcription factui binds. 

8 . The expiess.on vector of cWm 1 , wherein at least one of caid silencer 
dements is a negative regulatory element (NRE) or repressor. 

9 The express vector of claim 1, wherein at least two of said silencer 
clemcntS are present ,n genes selected from the g,ou P coning of genes 

~~ ■> tv?9 (\* V\ CD°5 (Fas/APOl ), glutathione transferase P (<^ 1 -v h 
nucleotide transporter^. B29 (lg-W> V" ' * 

• , r i fo.t«rM i>'i lvsozvmc mcta lothioneinin(Mi-HD. 
interfernn-B (IFN-B), intestinal trefoil factor (1 1 r), lysozymc, 

intenemn p yri w. vaECU lar cellular adhesion 

testis specific histonc Hit, thyroid hormone receptor-Dl (TR-pM), vaccular 

molecule- 1 (VCAM-1), and von Willebrand factor (vWF). 

10 The expression vector of claim 1. wherein at least two of said silencer 
elements are hound by transcription factors elected from the group conning of CCTC 
bind m g factor (CTCF), goblet cell silencer mhibUor (SD, nude* factor I (NF1) protems, 
octamer bindmg proteins (Oct- 1 and Oc.,2), silencer factor A, and silencer factor R 

11 (Amended) The expression vector of claim l,wherein at least one of said 
conditionally indue! ble elemems » a hypoxia respond enhancer (HRE) element to which 
hypoxia inducible factor-1 (HIF-1 ) transcription factor hinds. 

12 The expression vector of claim 11. wherein said IKE element is present in a 
S cne selected from the group consisting of gene, designated endothelial, ^ ,as * 1 ' 
erythropoietin, heme oxygenase, phosphoglyceratc kinase, pyruvate kinase, and VEGF/Fh-1 

receptor. 

13. (Amended) The expression vector of claim 1, wherein HIF-Ia does not bind 
said HRE clement. 

U. The expression vector of claim 1, wherein at least one ofsaid conditionally 
inducible elements is an oxidative stress rcsponoe element. 
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, , 1oi _ , u/iv-MMn at least one of said conditionally 
15. The expression ve.rt.or of claim l.wlicreinai least one 

inducible elements is an anti-oxidant response element. 

16 (Amended) The expression vector of claim 1 . wherein al least one of said 
conditionally inducible elements is selected from the group consisting of a metal response 
element (MRE), heatresponse element, a hormone response element, and growth factor 
response clement. 

17 (Amended) The expression vector of claim 1, wherein at least one of saxd 
conditionally inducible elements is an NF-kB responsive element to which NF-xD 

transcription factor binds. 

18. (Amended) The expression vector of claim 1, wherein said at least one 
nucleotide sequence is a national coding region of a gene selected from the group 
consisting of adenosine deaminase, angiopoietin, apoptosis inhibitor protein, angiosiatm, 
B-cell CLL./lymphoma (BCL2), catalasc, deoxyribonudease, DT-diaphorasc, endostatin, 
erythroDoeitin. fibroblast growth factor (FGF), h-magillin. 13-globin, glutathione peroxidase, 
granulocvle-colony stimulating factor (G-CSF), granulocyte macrophage-colony stimulating 
factor (GM-CSF), heat shock transcription factor, hepatocytc growth factor (HG*), interferon, 
tissue metalloproteinase inhibitor, nitric oxide synthase, platelet derived growth factor 
(PDGF) proliferin, somatomedin C (IGF-1), superoxide dismutase. survivin. thymidine 
kinase, tiss-.e plasminogen activator, tumor protein p53 (TP5'V), urokinase, arid vascular 
endothelial growth factor (VEGF). 

19. (Amended) The expression vector of claim 1, wherein said at least one 
nucleotide sequence .« a functional coding region of a reporter gene selected from the group 
consisting of chloramphenicol transferase, green fluorescent protein, red fluorescein protein, 
p.galactnsidase. ^glucuronidase, ^lactamase, and luriterase. 

20. (Amended) The expression vector of claim 1 , wherein said at least one 
nucleotide sequence is a functional portion of a gene selected from the group consisting of 
MDM2, tumor protein p53 (TP53), cndolhclin-I, tumor necrosis factor (TNF), interleukin. 
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interferon (1FN), and vascular endothelial growth factor (V EGR. and wherein said nucleotide 
sequence is positioned in the antisense orientation relative to said promoter. 

21 . (Amended) The expression vector of claim 1, wherein at least one silencer 
element and at least one conditionally inducible clement are heterologous with respect to each 
other. 

22. (Amended) The expression vector of claim 1. wherein ai least one silencer 
element and one conditionally inducible element are arranged within 500 nucleotides of each 
other. 

23. (Amended) The cxpiession vector of claim 1 which is a plasmid present in a 
formulation for introduction into a cell by a technique selected from the group consisting of 
Cleciropuration, microinjection, and infusion. 

24. The expression vector of claim 1 which is packaged as a replication defective 
adenovirus. 

25. The expression vector of claim 1 which is packaged as an adeno-assotiated 

virus. 

26. The expression vector of Claim 1 which is packaged as a retrovirus. 

27. The expression vector of claim 1 which is between 1 000 and 50,000 
nucleotides in length. 

42. (New) The expression vector of claim 1 , wherein said expression vector 
contains one or more signals selected from the group consisting of a Kozak consensus 
sequence upstream of said nucleotide sequence, one or more mRNA degradation signals, a 
termination of transcription signal, a polyadcnylation signal, and a 3' cleavage signal. 

43. (New) The expression vector of claim I , wherein at least one silencer clement 
and one conditionally-inducible element are separated by no more than 50 nucleotides. 
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44 (New) The expression vector of claim 1, wherein at least one silencer element 
and one conditionally-indocihle element arc ***** by no more than 100 nucleotides. 

45. (New) The expression vector of claim 1, wherein at least one silencer clement 
and one condition.lly-induciblc clement are separated by no more than 200 nucleotides. 

46. (New) The expression vector of claim 1, wherein said expression vector 
comprises at least two different silencer elements. 

47. (New) The expression vector of claim 1, wherein said expression vector 
comprises at leasL two different conditionally inducible elements. 

48. (New) The expression vector of claim 1 wherein at least one of said silencer 
elements and at least one. of said conditionally inducible elements overlap. 

49. (New) The expression vector of claim 1. wherein said expression vector 
contains at least two of said silencer elements and at least two of said conditionally tnducible 
elements, and wherein 3 a.d silencer elements and said conditionally inducible elements 
alternate. 

50. (New) The expression vector of claim 1, wherein said expression vector 
contains at least two of s^d silencer elements and at least two of said conditionally inducible 
elements, and wherein said silencer elements and said conditionally inducible elements 
alternate. 

51. (New) The vector of claim 1, wherein said silencer-inducible region is in the 
sense orientation with respect lo said nucleotide sequence. 

52. (New) The vector of claim 1 , wherein said silencer-inducible region is in the 
suilUense orientation with respect to said nucleotide sequence. 

53. (New) An isolated expression vector comprising (a) one or more silencer 
elements and one or more conditionally inducible elements to form a silencer-inducible 



NOU 06 2002 17:51 FP. 



TO 17033057939 P. 21 



region and (b) a promote, in operate linkage with at Last one silencer-i.iduc.ble region, 
wherein said promoter is thereby regulated by *ud at least one silenccr-inducible reg.cn, and 
said promoter i, upstream of a polyhnker, said polylinker containing a plurality of reaction 
cudonuclcase recognition sites, wherein, when a nucleotide sequence is cloned into one of 
sai d restriction endounclease recognition sitc 5 in said polylinker, sa,d egression vector under 
an inducmg condition expresses said nucleotide sequence in an amount greater Q*n the 
expre^on of said at least one nucleotide sequence without said inducing condition. 

54. (New) The expression vector of claim 53, wherein said promoter is a viral 

promoter. 

55. (New) The expression vector of claim 53, wherein said promoter is a 
mammalian promoter active in a plurality of different tissues. 

56 (New) The expression vector of claim 53, wherein at least one of said silencer 
elements is a neuron restrictive silencer (MRS) clement to which neuron restrictive silencer 
(NRS) transcription factor binds. 

57. (New) The expression vector of claim VS, wherein ax least unc of said silencer 
elements is a negative regulatory element (N RF.) or repressor. 

58 (New) The expression vector of claim 53, wherein at least one of said 
conditionally inducible elements is a hypoxia response enhancer (H RE) element to which 
hypoxia inducible facloi-1 (IIIT-1) transcription factor binds. 

59. (New) The expression vector of claim 53, wherein at least one of said 
conditionally inducible elements is an NF-kB responsive element to which NF-kB 
transcription factor binds. 
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